Differential effects of glycoprotein processing inhibition on experimental metastasis formation by T24-H-ras transformed fibroblasts.
Highly metastatic mouse 10T1/2 cell lines (Ciras 2, Ciras 3 and dGC2M5) which have been T24-H-ras transfected, are shown to have differential responses in metastatic properties when grown in the presence of the processing inhibitors, swainsonine, castanospermine and deoxymannojirimycin. Concanavalin A binding data indicated the inhibitors caused similar shifts in oligo-saccharide structures, resulting in more high mannose character for all cell lines. However, swainsonine inhibited the experimental metastasis of dGC2M5, but did not affect the metastatic properties of Ciras 2 and Ciras 3. Inversely, castanospermine reduced experimental metastasis of Ciras 2 and 3 and did not inhibit dGC2M5. These results show that closely related metastatic cell lines respond differently in their metastatic ability when changes occur in N-linked oligosaccharide content. This observation emphasizes the importance of oligosaccharide structure in the malignant phenotype and indicates that some caution should be used when generalizing about the effects of processing inhibitors on a complex process like metastasis.